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Or. Kosrt Gerzon

Organic Chemical Division

The Li1lly Resserch Laborstories
indianapolis 6, indlana

Dear Koert:

Yos, | did talk to Dr. Aronow and was encouraged to hear of his tenta-
tive findings. | was also glad to learn that his MP resistant cell
line Is also resistant to the NP rlboside, 30 that the possible sen-
sitivity to the ribotide amidate Is less llkely to have a trivial
explsnation of previcus hydrolysis to tha riboside.

! would Indeed be dellighted to see some more of the thymidyllc acld
derivative, thought | hope you may now be prepared to consider syn-
thesizing 1t with & tritium or C=14 label to allow for a more direct

test of its metabolic properties. We have had conslderable discussion
sbout this gsnaral problem at the Institute, and while there (s some
controversy just how far wes should go In this direction, there Is pretty
general agresment that syntheses with at least moderate levels of label=-
ling ought to be thought of more often] than is usually the case. Unless
you fesl thet It is climbing too far over Iin somebody else’s territory,

! would also like to suggest that you consider preparing the corresponding
derivatives from fluorouracil, since we have recently started an explicit
program of studies on the enzymatic basis of resistance to fu and Its
riboside and deomyriboside. in addition to the avallabllity of the
thymidylic amidate for the nutrition of a thymine mutant, | would also
test it for Its capacity to reverse the Inhibition of £. coll by fluoro-
uracil and its derivatives. We will be checking out the thymine requiring
streins and will send them on to you after having done this.
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Unfortunately, it Is working out, as | had feared It might, that | will be
tied down In Baltimore and Washington over the Interval that | had hoped

t might Join the other psople fram the Institute when thay visited you.
However, | am very pleased that our colleaguas will be visiting your
taboratories and | am very sure that this will be a useful basls for further
communication.

Cordially,

Joshua Lederberg
Professor of Genetics



